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Overall, respiratory tract mfections arc one of the major causc'
for p. ncn t seek medical assistance: III :I national health
survey condu ted in the U A in thc 19l:10s. they were
e amatcd to . ccoune or ovcr ZOO milli n mfcca n episodes
pt't annum [1 J.
The etIologies of upper and lower respiratory tract
infections have been extensively Investigated. Viru. es are
II1volvcd 111 the: majority of cases of tonsWopharyngitis. but the
most relevant agcnr of this common disease is brfOUP A ~­
hemolyoc streptococcus. which is responsiblt: lor approxi-
matcl f!()'l!o of:ill bacterial pharyllgiti. cases.
In approximately two-thuds of cases of acute otitis media. a
ba teria! pathogen can be 15O!:tted &om dlc mlddle ...'31' flwd. and
respiratory viru.= - alone or combincd with bacterial padlogens
- haw been Identl6ed in approximately one-fifth of mIddle ear
dfuslOm. tn:pl(l(O(OU p"t'''/10Iillf. /-/acmopili/lls i/!fIllmzae and
,'v/ora;(t'lla ((I/amwlis arc most &equendy inv Ived [2\. The arne
pe les also represent the most import:lI1t causes of acmc sinusitis.
10 lower respmltory i.nfectlons. aldlOugh the cxaCt place of
baCterial pathogens 111 acute and chroru br n hitis is lUlccrtain.
H. ;'!fIII£·/I2a1.'. . JlllflllllOllim' and M. ({/llImralis arc C 1110l0nly
cultured &om sputum of palien .' nd n1.1Y be critic.11 • r least in
producing the haraereristic e.~1 erbations 0 chronic bron hire.
Finally. S. Pfll'lIIIfOllial' and H. i'!fIIIL't/zac are consideted ule most
unponant baCteoal OUSt'S ot COlTIl1lul1lty-acquired pncumonia.
Am xldllm i' still con idered the drug of chOIce for the
trC3tmem of both acute otitis mcdia and acure inusitis. due to its
20-ycar record f clinical succes, limited ide-dfecrs and low
co t. r.LI penit.illin V. given three or four times daily fOt 10 cI:lys.
or inttamu5Cular bcnzauline penicillin. are dle s1Jnd.lrd treatment
for streptococcal tonsillopharyngitis. Howevet. al1loxici1lin i.~
111 'fI'ecrivc: illYlinst l3-L1Ctan13Se-produ ing strains of H, il!fllll'IIZaC
and M. (lJ/amJa/is and agailLo;t penicillin-resisram pneumococci.
The perunoge of nontypeable H. ;,!fIIIl'7lZaf organlSI1lS that cause
OtlOS media and produ e Jl-Iac nust.'5 is cUlTcnuy over 30"A.
(appro:tehing -IO"A in s me cOllnm ). and the Alexander Project
study ha shown that the proponion of ~-l. tama e-produ ing
tr.lIns ofM. ttllorrlrali,r has significantly increased in Europe, i.e.
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from 7!l% ill 1992 to 82% III 1993 pJ. wlule 111 U A nearly all
strains are ~-lactall1ase pr duccr.;,
For ,/}//L'II"WII;al', the cumulative resi. tance t penkillin
was e tinlJ['d in 1993 at 23%. thc hi~hc t prev,lence being
rcported in pain and in France and the lowest in odler
European countries lllcluding Italy. whcre only intcrmediate
resi tancc was desCrIbed [.fl.
A~ a cOl15cquel1ce ofthi.s worldwide spread f rcsistance, there
is now major concem about the optimal antibiotic treatment for
acme inusitis and a ute otitis mcdia. Assuming rh.1t H,
i/ifIr~euztl('. . puc'lIIlO,riac and /1.'1. ra/tlrr/,alis can be responsible
for approximately 25%. 30% and 10%. respe tively, of acute
Orit15 media cases, and that 30% of H. '4',leuztlc. 10% of S.
p"rllmo"illl' and 80% of 1/. ctlllIrrlra/is strains are pcnicillin-
re~i.stal1t. the u c of amoxicillin in the tteatmcnt of acute otiti.~
media can be alculatcd to produce risk ofmicrobialObricaI and
clinical failures in approxil1L1tely 19% of patients, i.e. 8% for H.
i,!!llll'/lzar, 3% for . p"ermlolliae and 8% fOt M. ttllarr/lli/is.
Although group A Jl-hemolytic streptococcus has not dev -loped
penicillin rcsist:l1lce. baCteriological Elllure rates following the
administration of either benzathine penicillin intramuscuL1r1y or
penicillin V orally for dle treatment of st:J"eptococca! pharyngitis.
have illcrea.~ed /Tom SO/"I()% to 2C)'l/,,30% over ule past 30 y...·:u~.
everal hypotheses have been advanccd to account for the
increasing f:ulure of pcnicillin in this setting. including lack of
omphance, increased number of ~-lactaJ11a e-producing
oropharyngC31 flora, penicillin toleran e. and suppression of
h t immulllty wirh early • ntibiotic usc. With regard to
complian e to • nobiotic treatment, it shoull be noted that oral
pcn.icillin is gencrally administered three to four times a day.
and th • rccornIlwncl:ltioll is usually made that thc antibiotic be
taken on an cmpry stonLlch I h before or 2 h aftcr meaJs.
Antibiotic regimens that require multiple daily doses.
p rticularly with the avoidance 0 meals, Illay indeed lead to
dimini hed compliance, particularly a, on :IS p dents'
symptoms begin to improve. Furthem1 reo . nearly tudy of
complUncc rei ted to drug cimini tration &equency dem n-
strated rim If a dmg is prescribed fc \If tint daily, 70% of
patients fail to t.1kc 250/0-50% of thc pre cription; for three
times a day d ."''5. 60% faJI: for twice a day dosing, 30% fiiJ;
nd for once daily dosing, 7% litiJ [51.
T ken t gether. these: ob ervations uggcst that cnhan ed
baereriologiral eradication sh uld be. hievt't! when antibioti are
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med that are rCSlsr;Ull to l3-bc13l1\ase degr.Jdaoon ,me or bactencllbl
:!!.!;;IItH the'e 'copathogellS', allCl tllat cm bl' . Inul1lstered III once-
lbily do,,', l<)r tlw ~at1nel1t of,tn:pto..: cca! pharynglris.
Th,' devl'\opment r the ,)1""\ tllII't!-gl'ller.JlIon ccph, lospor-
111\ rel're,el1l, .1 l11ajor advallce In antiblOllC thera!»'. hest'
cOlI\polllld.l. charaClenzcd by consickrahly WeatL'r actlviry
a!-.':llns[ Gram-negative bacilh and IIlcrcased r,'sist,lllCe to p-
Ian,lmases, ronstlrllte an e!teetlve. wl'll-toleratc'd, broad-
'pc'nnltll tre, 1Illl'nr of ,evl'ra! types 01" IIll"eclion 111 ourpatlents.
They lIlay ,,1 0 be lIs"d as .1n e,ldy replacenlc'l1l, or even ,111
.tlternativc roo parenteral :1I1rihiori s. In comr,lrIson with rhe
oldc'r oral cel'halosponns lhe mon' recelll oral cephalmporim
arc char.lctl'nzed by IIltnmicaily greater anllllllcrobial acrivity
,Ind, especl-til ccli X1IllL' , by 10llger senllll el1ll1inarion half-
hves. The' can t'hen'fore lw .lclnlll1lsrcn:d In tWlce-cbily
l!O'lllg rCj..'1lllens .lIld, in the case I" cetixlille. also once-datly.
Cefixnne display, excclklll .1l:riVlty in vitro ag;lirLst both P-
laet.llll,1 "-produclng H. I'!(1I1<'1fZrl/' and AI. r"ItI"I",lis and a
good actiVIty against both penlcillin-sellSItlVe S. p/Il:lIml1llillt'
alld S. I')'(~~"'/CS. Comparatlvely, cdixlille exhibirs a berter
aCllvlty a~l1nst (1-1a talllase-prodllcing II. 1l!(1f1cl/~m' and M.
fIllaPrlt"li, thall do ,Illpl 'Ilhn, Cfythromycin, sulfisox3Zo!t: or
cct~rlor. Till.' activity of cdixlIlIC ,(;.lInsr . [lIII"III/,,,,i,1t' and, '.
1')'(I.~I'lIl'S II ,olliewhat lower rhan that or alllplClllin. but I' mil
hi~h \(,1. 'lInhermore It has n:cenrly he 'n show II that the
mcan cdixlme con entrallon \11 tllld He car flUId durill~ otlti,
media with dfuslOn excee(i~ the MI "" or common middle
car p:lth gcns except for pelllctlhn-resHanr pneumococci PI.
OWIII~ to LilL'\(: t:IV rable IlllCroblOlogical and phan1lacody-
n,nlllC ch.lr'ictt'n~tics, ·di.xillle tre"onent of upper, 110 lower
resplr'irory rr.ICt Ilifenion~ and otins media ha.~ heen ~nld.ted in
severalnoncolllpa13t1vc and COlllparanvl' ~tudie . In srreprococ-
cal pharyliglOs. Its ~1()baJ clilllcal efficacy in several brge snldles
ofborh clllldren and adult patlellts was lound to be LJi:l% [SI; III
rour COI1lP;I13O\'l' srudit' vs. pCllIcall.tn V 115 cl.tlllcal eRica..:y was
colllpar.JbIL· \ ith that or pc 111 iilin [<)-131· In (,lct'l'erccnta~es of
cra,hcanon or p-helllolytic streptococcus were sOllledII les
oh ervcd to hI.' slgmfi 'antly hi~her than thme of pelllcillin, borh
at the end of tr"atllll'l1t .1I1d during follOW-III" It hould also be
noted that in one mal 1')1 cOl1lrbnce was slR'lIficantly better III
ti,e cdixlme ~roup and that symptom (i.e. sore rhroat and Ie er)
disappeared sl~lifical1lly I:'. tt'r with cdixime.
Hausl'Il c', :11. IR] reported that, al1lollg IK54 c1l1ldn:n and adul
suffering frOl11 acme or hronic .;mllsios, between '!li.J% and I(H rx,
were cured or improved following ~atlllent with (cfixiJ1le.
The efficacy and safety orce6ximc have al~o been extensively
srulhed m acme ono~ lIIedla. In tWO brge' collections of cases,
the percelllagc'S 0 'cure' or '1l1lprOVemelll' ranged frolll ~3% to
<JH'X" Sl It'-eftcc~ bcinl-: reponed hy 1.10/0-'01.4%. of paocnlX
IH,141. 111 c;oll1par.llIve Studies, thl' ow ,n clinical respon.c' of
cdixime was found to be comp,lrable with rh:lr of am xlctllill,
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with cefixlIlIe <lnd alllOxicilllll slightly more dfecnve, respcc-
nvd ,111 1-1. "!(1m',,z<l!' and S. !,,,"tll/h',,in,· mil: non" [15,161. In
three other mal. 1 dally dose of cetixlIlle was found as eHccove
as or 1I10re elTecove than 2 or 5 dally doses orcdacl r, <"1'1: Jally
It'I H. ,,!!1l1t'1/Z<J(' inf"crions 117-191. FlI1aJly. a ,ingle d, Ily dos,' of
c.:\jxlIlle wa, fund equally dli:cllvc as 3 dally doses of
:lmoxiClllll1/c1avulanate in two dtffer"m StudlL'; 120,21]. How-
evCf, adverse c:vents wc:rc more frequently observed In pao"n!5
treated wlrh JIllOXICllhn/cbvulanate.
T akclI together. ~llId.lc'S a\,;\il.,ble 011 cdi.....1me lIldJcatC that thiS
tllIrd-generatioll cephalmponn i\ etTectivt.' and wdJ taleralL'J \ hen
lIs,,'d II'l rhe trc;ltlllent of upper resllir.llory tr.l t 1IlfeCtlons.
E. peoaUy 111 srreptococcal tOl1.'ilJlophaf)11!!3ns and in acure oons
l1Iedla. cdix.lllle can t1,erdore be cormdercd a Sllloble altemaove
to tr.lditioml therapy, botll 1I1 in&l1ls and 111 c1uldrcn alld UI adults.
In patient' wllh acute brollclllris, a.::ute cxaccrb.lUons of
chroni brollchiti :lnd pneumonia, cefiximc Ius bL'CII shoWII
to be as clinically ctTe live JS .1I1l0XiCIUin. cefa lor, c<'falexin.
Cdi.lroxll1lc Jxetil and amoXlcil1Jll/cla\'ulanate [22-261.
One of the 1ll0~t interesting ,Ipplicaoon\ of oral t1md-
gellt'ratlon c"phalosponm; in dle rrearlllelll of LRTI L'. howewr.
1I1l' so ailed 'switch thcrap)'. From a pracoca.! POlllt of \'IL'W the
[entl 'm"itch (herarY' (alrcmati\'d 'strcamluung therapy',
,;;,·qut·lllia.1 dIe .py', 'step-dowll therapy' or 'tran\ltioll:U therapy')
dl';Clihcs thl' th,'rapeutic l'r'icti'e f chal1~ng rrolll Il1lraWlIOLL'
tTea011Clll (usually admilli. tcred for 3 or -I days) r or:tl
Jnollllcrobial rhcr'ipy. ,hanging from inrT:wenom to oral therapy
has thc porenual to reducl' anubaetcna! dn-II:{ expendirure. which
ac OUll~ fur ,1.S Illuch ;I' 30"/. O"Jf, of hmpitJl pham1..1c ' hudgc!5
ill the U A and 2ot.R°;', in Ir..lly Oral antimin hial agcn a.n:
gell 'rally les., expensive to purchase and administcr than
intr.lVl·nous ones. III addition to acquisition and ddlvcf)' cost
saVlll~, earlier removal of lIltr.lvenous needles and lllle<> rcduct.'~
the likelihood of phlebins and 110soconual scI' I , afr rd..; the
patient grcatl't comfon and, ullponanrly, may lacilit, te c, r1y
discharge from ho~pital. wInch en,urc~ a firnher major cost
saving. An ,lIllibaClenal dmg av"ibhle in both intraven lIS, nd
o ,II formulations that produces similar systcmi cOllcentratiom
altL'r adl1linislrarion, reprCSl'llts the Ideal intra\'L'llous to onl
SWitch rq..'1nlen. However, II (UITl'ntl avaiJablt' parenteral
r1l1rd-gcncratlon cephalosponn IS avaIlable 111 oral fomluJatlon;
rhus, when conrcmpbnng changm[l. from Itltravenous therapy
\ ith th('se dmgs co oral ther.lp)', a PL'CIf!' oral drug must hL'
LlSl'c.!. A cording 10 some III vItro tudics, lor re~plr.Jtor)'
patllOgen other than . pllCIIllllllliar \ ith reduced ~u cepnbility
to pelllcilhn, ccfi:'l.;me can h<.> used as a switch agent hom
ccforaximc or ccfrnJxolle 1271, which are ofrell adnulllstered
as mimI rherapy in rill' rTearment of LR.TIs.
As many a~ 33% of hospiGlhzcd patients With COllUlllllllry-
a(4uil'ed pneumonia are pOlcnn, lIy tlltJblc for early c Ilver-
ston to 0r.1I alltlllllCrobial therapy [2 ].
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Three srudl(''S have t:VJ)uJtcd the etlic;lCy of ccfixlnle a5 Or.ll
~wlrch therapy admlnlStert:d alter ~hort cours~'S of either
Cc rilOlnme [29.30J or ceftflaxone 129) or cefolaxlmc [21 In
paacnt<> With ItTIs. According to these ~tudit'~ the illtr.lvcnou~
adminislr.ltiol1 of a dlird-generation cerh;JJ spann followed by
ol'J1 cdixllne IS ,IS cOeccive :15 Il1tr:lVenollS treatment of silmlar
over:lll dunn 1Il. Funhcrmore. these studies dt:lt1on~ tratc the
'Ignific 1lt potential ofswlt h tht:rapy to reduce health care COSt5
III sclccted paocnt5. The srudy reported by I allurez 12')1. for
example. shoW'; th t by switching to oral ccfixlIlIe the duration
of h0'iJ'ltaU;l;lo n \ as reduced b 2 days per paaem, Wlth
S3VlIlg." of U. 713 per day and per patlenr. Till accounts or:\11
overall \;lVtng of 105 529 for the 7.j patten enrolled in the
sUldy. cswtlated 011 Ihe ba.m of the cost of hospltahz.,tlol1 alone.
FlIlaUy. ~wl[ch theT:lpy h"-S not been showll to h:wc 3 negative
Impact Oil the qualicy of paticnr carc.
In conclusion, tht: assets nr CefiXIITlC seem mainly to be
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